. Change of the reconstructed four-dimensional free-energy (in kcal/mol) in the last quarter of the simulation projected onto the CV1-CV2 plane. Contour lines represent the final free-energy reconstruction. The projected position of the medoid of the clusters obtained for the low free-energy regions are indicated with circles whose areas reflect the relative probability (i.e., the logarithm of the free-energy) of the cluster. Figure S2 . Projection of the reconstructed four-dimensional free-energy (in kcal/mol) onto the CV1-CV3 plane. Contour lines represent the final free-energy reconstruction (free-energy unit in kcal/mol). The projected position of the medoid of the clusters obtained for the low free-energy regions are indicated with circles whose areas reflect the relative probability (i.e. the logarithm of the free-energy) of the cluster. 
